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IPRATROPIUM BROMIDE INHALATION SOLUTION 0.02%
PRESCRIBING INFORMATION ~ ~ ~

Rx only

DESCIIPTION The active ingredient in lpratropi i i ion is. ipratropi
hydrate. It is an anticholinergic bronchodik N By described as 8-

azoniabicycio|3.2.1)-octane, 3-{3-hydroxy- Mxo-z panlpropoxyH—meﬁM—B—(lmﬂnMyﬂ-, "

bromide, monohydrate (endo, syn/-(+)-; a synth Y
related to atropine. "’c\ /u«cu.\.
N
L, BT N0
;szgq__<:>
Crgom
ipratropium bromide CaoHaBrNOHL
monohydrale Mol.WrL430.4
Ipratropium bromid isawhite..., i b freely soluble in water and lower alcohols. It
is® d and thus exists in an ionized state in aqueous solutions. itis
relatively msoluble in non-polar media.
pratropium Bromide Inhalation S d by oral inhalation with the aid of a
bulk i bromid 002‘%' hyd basis) in a sterile, preservative free,
isotonic salme solunon, pH—ud;usted to 3.4 (3 to 4) with hydrochlonc acid.
CLINICAL PHARMACOLOGY: Ipratropium bromide is an anticholi { ic) agent

that, based on animat studies, appears 10 inhibit vagally mediated reﬂexas by amaoomzmg the
action of acetyicholine, the transmitter agent released from the vagus nerve.

Anticholinergics prevent the ni ik of cyclic ¢

monophosphate {cyclic GMP) that are caused by i ion of Acholine with the

receptor on bronchial smooth muscle.

The bronchodilation following inhalation of ip ium bromide is pi ily 8 local, site-specific
effect, not a systemic one. Mudiofmadmmstofeddoselsswallomdbmnutabsorbod as shown
by fecal ion studies. Followi bulization of a 2 mg dose, a mean 7% of the dose was

bsorbed into the ic circulation either from the surface of the lung or from the

uas\romtestlnal tract. The hdf—llls of elimination is about 1.6 hours after intravenous administration.

bromide is minimatly (0 to 9% in vitro) bound to plasma albumin and a,- acid
gfycoprotams fti is pamaly mmbomd Autoradiographic studies in rats have shown that

de does not p the blood-brain bamier. ipratropium bromide has not been

studled in patients with hspanc or renal insufficiency. It should be used with caution in those
patient populations.
In controlled 12-week studies in p with bronch ‘Mﬂwhronicobsvmivc
puimonary disease (chronic bvonchms and emphy ) significant impi inp Y
function (FEV, increases of 15% or more) occurred within 15 to 30 minutes, reached a peak in 1-2
hours, and persisted for periods of 4-5 hours in the majority of patients, with about 25%-38% of the
patients demonstrating increases of 15% or more for at least 7-8 hours. Continued effectiveness of
Ipratropium Bromide Inhalation Solution was demonstratad throughout the 12-week period. In
addition, significant increases in forcod vital capacnv (FVC) have bean demonmud However,

bromide did not i in subj ymp!
scofos nov in quality of life scores over the 124 week duration of studv

Addmnnal contmﬂed 12-week studies were conducted to evaluate the safety and effectiveness of

Ipratropi ide Inhalation Solution tly with the beta adrenergic
b dil h P | and aib i d with the administration of each of the
beta agonists slone. Combined therapy produced significant additional imps in FEV, and FVC.

On combined thampy the median duration of 15% impvwamem in FEV, was 5-7 hours, compared

INDICATIONS AND USAGE: Ipratropium Bromide Inhalation Solution d either alone or
with other bronchodil pecially beta adrenergics, is indicated as a bronchodik

i of bronch d with chronic ob i p y disease
including chronic bronchitis and emphysema.
CONTRAINDICATIONS: | i ide is indicated in known or d cases of
hypi itivity to ipratropi ide, or to and its derivati

WARNINGS: The use of Ipratropium Bromide Inhalation Solution as a single agent for the reliaf of
bronchospasm in acute COPD exacerbation has not been adaqualely studlcd Dmgs with fuster

onset of action may be preferable as initial therapy in this si C

brotmdeandbotnamstshasnotbowdlownmbemovuffectwnhanmﬂmqu-loncm
g the bronch iated with acute COPD exacerbation.

I diate hyp itivity may occur after of ipratropium bromid

as demonstrated by rare cases of urticari gioed rash, bronch and

oropharyngeal edema.
PRECAUTIONS: Gomnl Iputmpnun bromide should be used with caution in patients with namow
angle gl ypertrophy or bladder-neck obstruction.

Information for Patients: Patients should be advised that tamporary blurring of vision, precipitation
of worsening of namow-angls giaucoma or eye pain may result if the solution comes into direct
comaclwimmnwes.Useuflmbdizuwiﬂ!mouﬁupiocemﬁm!hmfucemnskmybeudmﬂe,
toraducetha“ lihood of the nebulizer solution g the eyes. Patients should be advised that
ide Inhalation Soluti mbemxndmthonnb\duzsvwn(hlhnardov
mmpmtuemlﬂusedwnhmmhow Drug stability and safety of Ipratropium Bromide Inhalation
Soluhonw'mnuxadmlhom.tqusma bulizer have not been established. Patients should be

inded that Ip ide Inhalation Solution should be used consistently as prescribed
lhmghommocomaowmw
Drug & [ ium bromid hasbsenshowntobnsafamduﬂocmbmmhodulatu
whmmedmconmnchonmmbetn drenergic bronchodil pratropium bromide has aiso been
used with other puh Y includi thyixanthines and corti ids without
adverse drug interactions.
Carcinog: is, M is, | of Fertility: Two-year oral carcinogenicity studies in
rats and mice have led no genic p ial at distary doses up to 6 mg/kg/dey of
ipratropium bromide.

Hesuhs of vanous muuqemmy smdles {Ames test, mousa dominant lethal test, mouse

{eus test and ch ion of bone maow in Chinese hamsters) were
negative.
Fertility of male or female rats at oral doses up to 50 mg/kglday was nnaﬁectad by rpmropmm
bromide administration. At doses above 90 mg/kg, i P pti
rates were observed.

Pregnancy: TERATOGENIC EFFECTS
Pregnancy Category B. Onlmproduchonsmd;esp«ionnodmuuce.msmdmbbnn!dosasof10
100 and 125 mg/kg respectively, and i ion studies in rats and rabbits at doses of
ISlndlBmolkg(orwnx:mne!yShMJSnnmsﬂwrecm»dededqum)

have d d no evid of genic effects as 3 resuit of ipratropium
bromide. Hx , 10 80 of welt Hed studies have been conducted in pregnant
women. Bemommdrawodmuonsmdmsurenoldwayspmdmvoofhmresw\sc
ipratropium bromide should be used during pregnancy only if clearly needed.
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Nursing Mothers: It is not known whether ipi : Nde is in human milk. Allergic-type reactions such as skin rash, angioedema of tongus, kips and face, urticaria,
: Ahmud\hmd-msohbhqunanuybasespassﬁobruﬂmlkﬂsuﬂidyﬁmmmm laryngospasm and anaphylactic reaction have been reported. Many of the patients had a history of
bromide would reach the infant 10 a significant exten, especially when taken by inhalation since ullmwstnom«dnmmd/orfoods
ide is not well absorbed i after inhalation or oral administration. i
WEIIDOSAGEM; Y dk

Howm because many drugs are excreted in human mik, caution should be exercised when
ipratropium bromide is administered to a nursing woman.

Pediatric Use: Safety and effectiveness in pediatric patients below the age of 12 have not
been established.

by jon is unlikely since ipratropium bromide is
welabwrbodnﬂumhlhbmnmmhufoldwmmmmdaddose or after oral
am»nmmnwtofmdeMrncunmendedm The oral LDsg of ipratropium bromide
renged between 1001 and 2010 mg/kg in mice; between 1667 and 4000 mg/kg in rats and between
400 and 1300 mg/kg in dogs.

ADVERSE REACTIONS: Adh ion inf i [ Bromide Inhal DOSAGE AND ADMINISTRATION: The usual dosage of Ipratropium Bromide Inhalation Solution is

Sohution is derived from 12-wesk active controBed clinical trials. Additionst information s derived 500 mcg {1 Unit-Dose Vial) administered three to four times a day by oral nebukization, with doses 6

from the foreign " . and the published i to 8 hours apart. Ip Unit-Dosa Vials contain 500 mcg

i b mwnhmmdauwhdrwstSmemalsam lpmmpnmﬂmmdalmalauonSokmon

All adverse events, regardiess of drug relationship, rep ‘bvhoepercmommepammsmm can ba mixed in the nebulizer with if used within one hour.

12-week controlled clinical trials appear in the table below. Drug stability and safaty of Ipratropium Bromide Inhalation Solution when mixed with other drugs in

Addmomludvmmchomm«udmhsshmﬂveepercemofmmmmadmm a nebulizer have not been established.

ipratrop include tachycardia, palpitations, eye pain, urinary retention, urinaty tract

infection and urticaria. Cases of precipitation or g of narrow-angle glaucoma and acute eye HOW SUPPUED: Ipratropium Bromide inhalation Solution Unit Dose Vial is supplied as 2 0.02%

pain have been reported. v clear, colorless solution containing 2.5 mL with § vials per foil pouch supplied in cartons as histed
below.

Lower respiratory adverse ions {bronchitis, dyspnea and bronch ) were the most %gs ::z: g};gg:g;:;

common events leading to di inuation of i pium bromide therapy in the 12-week trials. M

. - Enchvuhsmadefmmnlowdmsl polyethylene (LDPE) resin.

Headache, mouth dryness and zg of COPD sy are more when the total e S0-C 1597 oad 867F), Protect rom ight.

daily dose of ip equals or 2,000 mcg. Retain in foil pouch until time of use. ‘c',‘/;g
Manutactured by: Steripak Limited Runcom, Cheshire WA 10F England a]]

Manufactured for: Zenith Goldiine Pharmaceuticals, Inc. Miami FL 33137

Al Adverse Events. from a Double Blind. Parallel. 12-vwweek Study of Patients with COPD™
PEIICENT OF PA“ENTS . 5
" Bromide (15 mg ti.d) " Metaproterenol (2.5 mg tid) Albuterol
{500 mcg t.i.d} n=212 {500 mcg t.i.d/15 mg ti.d) n=205 {500 mcg t.i.d/2.5 mg ti.d)
Body 25 » Whole-General Disorders n=219 n=108 n=100
Headache 6.4 52 65 6.3 9.0
Pain 4.1 33 03 29 5.0
influenza-like symptoms 37 4.7 6.5 05 1.0
Back Pain 32 19 19 24 0.0
Chest Pain 32 42 56 20 1.0
Cardiovascular Disorders
Hypenension/Hypertension Aggravated [1X:] 1.9 09 15 40
Central and Periphoral Nervous System
Dizziness 23 33 1.9 38 40
Insomnia 08 0.5 46 1.0 1.0
Tremor 09 11 83 1.0 0.0
Nervousness 05 47 6.5 1.0 1.0
G i inal Systom Disord
Mouth Dryness 32 0.0 1.9 20 30
Nausea 4. 38 1.9 29 20
Constipation 0.8 0.0 37 1.0 10
Musculo-Skeletal System Disorders
Arthitis 0.9 14 09 05 30
Respiratory Systom Disorders {Lower)
Coughing 45 8.0 6.5 5S4 6.0
Dyspnea 9.6 132 16.7 127 8.0
Bronchitis 14.6 245 15.7 16.6 200
Bronchospasm 2.3 28 46 5.4 5.0
Sputum Increased 14 1.4 46 34 0.0
Respiratory Disorder 0.0 6.1 6.5 20 4.0
Respiratory System Disorders (Upper}
Upper Respiratory Tract Infection 13.2 n3 93 122 16.0
Pharyngitis 37 42 5.6 29 - 40
Rhinitis 23 42 - 19 - 24 00
Sinusitis 23 28 =~ 09 : 54 4.0
* All adverse events, regardless of drug relationship, reported by three or more patients in the 12-week controlied clinical trials
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IPRATROPIUM BROMIDE

INHALATION SOLUTION
0.02%

1
0.5 mg:2.5 mL N
|

RxOnl
Steri-Neb™
brand of

STERILE UNIT DOSE VIALS » NOT FOR INJECTION

FOR ORAL INHALATION USE ONLY
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Colours e £008 107 PANING PUIPOBSS SN0 YOLX 10GT {1y Le .
— Cyan (not for print) e o sihons hat are nok b on the Packaging Technotogy spproval
assembled carton.

: Signature
Jobno  SAVA } PMS Reflex Blue + bloads, chokes, spreads or other adjustments. o
PMS 226 required for prnt reproduction purposes only.
‘Date 000089 |ipMs 873 f you have any dificulties please cortact the
e Norton Heatthcare Ltd Artwork Co-ordinator
\Designer  3rd Party ar Assistant.
Etectronic artwork or Colour separated bromide
k Draft 05 me oo Template reference artwork noed not be retumed [Fegatatory Affairs spproval
1 Hrocmion 1K Helvetica (job box) H tis retained, you are responsible for ensurng that | }signature
Zurich condensed rangs & 13 securely stored.
‘Rev Date  10/11/99 Other information Transparencies and or mounted artwork must be.
retumed, adequataly packed to Norton Healthcare's
{Sofware PC 0756 Design Department. Date ;o
* Adobe [Mustrator 8.0 CDs, Zip disks and tloppy disks etc must be retumed

Medica

SN

PROOF AT 10.11.99 W/T 58519 )
DATE

10.11.99 - PROFILE CHANGED TO 196 x 92 x 130mm

IPRATROPIUM BROMIDE

! INHALATION SOLUTION
0.02%

8.5 mg’2.5 mlL

PLACE YOUR PRESCRIPTION LABEL HERE

Rx Only

Steri-Neb™
brand of

STERILE UNIT DOSE VIALS * NOT FOR INJECTION
FOR ORAL INHALATION USE ONLY




Ipratropium Bromide Inhalation Solution
0.02% (0.5 mg/2.5 mL)
Rx Only

2000

Each Low Density Polyethylene Vial Contains: 2.5 mL Ipratropium Bromide 002‘}!\
preservative-fres, sterile, isotonic aqueous solution containing sodium chrqﬁdq. H

Adjusted to pH 3.4 (3 to 4) with hydrochloric acid. L
Attention Pharmacist Detach "Patient's Instructions for Use" from package insenjjg:‘

dispense with solution. See package insert for Dosage and Administration. - s

Store between 15° and 30°C (59° and 86°F). Protect from light. - J‘ §

Retain in foil pouch until ime of use. PR z
" . . o o

Manufactured for: S e

Zenith Goldline Pharmaceuticals Inc., MIAMI, FL 33137 -~ "7 11994

By: Steripak Ltd., Runcorn, Cheshire WA7 1QF England -

LOT: EXP: |||| =



